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STELLINGEN
behorende bij het proefschrift
Pituitary disorders and their extra-pituitary implications
Patients with a history of nonfunctioning pituitary macroadenoma with su-
prasellar extension experience long-term altered sleep-wake rhythmicity and 
other indirect read-outs of suprachiasmatic nucleus dysfunctioning.
This thesis
Altered sleep-wake rhythmicity in patients with a history of nonfunctioning 
pituitary macroadenoma occurs independently of hypopituitarism and is not 
observed in patients with hydrocortisone dependency in the absence of a 
pituitary tumor.
This thesis
Congenital central hypothyroidism, disharmonious pubertal development, 
and adult macro orchidism are the key features of the IGSF1 deficiency syn-
drome.
This thesis
Males with the IGSF1 deficiency syndrome receiving adequate levothyroxine 
treatment show several features that resemble tissue hypothyroidism, e.g. 
macroorchidism and high FSH secretion.
This thesis
The extra-pituitary expression of IGSF1 in e.g. the choroid plexus, hypothalamic 
glial cells, adrenal gland, fetal liver, and Sertoli cells of the testis suggests that 
IGSF1 deficiency may be more than a pituitary disorder.
This thesis
The Dutch T4 – TSH – TBG approach is recommendable as neonatal screening 
for congenital hypothyroidism to prevent underdiagnosis of hypothalamic-
pituitary disorders (Lanting et al., Pediatrics 2005), as illustrated by the apparent 
higher prevalence of the central hypothyroid disorder IGSF1 deficiency in the 
Netherlands. 
Like a child that does not fully master playing on a swing requires a strong 
and regular push from its parents, so may suboptimal endogenous rhythms 
benefit from strong and regular external Zeitgebers such as light exposure, 
physical therapy, bedtimes, and melatonin supplementation.
Van Someren & Riemersma - Van der Lek, Sleep Medicine Reviews 2007
In endocrine practice, hormone status is evaluated by measuring hormone 
concentrations in blood, which can be misleading as hormone function is 
principally determined by its concentration in target tissues and the patient’s 
cellular hormone sensitivity.
Knowledge of rare diseases not only benefits the many patients with a rare 
disease, but also has the rich potential to teach us about a multitude of com-
mon diseases. 
Collaboration beats competition when it comes to studying rare diseases, and 
recently installed European Reference Networks serve this goal.
In the current research environment, we principally reward quantity, novelty, 
and journal impact factor, while these are too frequently perpendicular to 
quality and societal importance.
Inherent to basic science research is its inability to be scheduled.
The most amazing things that can happen to a human being will happen to 
you, if you just lower your expectations.
Phil Dunphy, 2012
